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Breast Cancer Clinical Subsets

About 50% of breast
cancers are ER+ and
HER2- and node-
negative

All Breast Cancer Key Rx = endocrine

? Added benefit of chemo?
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VALEUR PRONOSTIQUE DES SOUS TYPES MOLECULAIRES DES CANCERS DU SEIN

I!So Brwant Cancer

Phenotypic and molecular characterization of the
claudin-low iIntrinsic subtype of breast cancer
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DEFINITION CLINICO/PATHO DES TUMEURS
LUMINALES

NO, RE+++, PR+++, —
HER2- Grade 1, peu —> Hormonothérapie

/ proliférantes A,‘
|

Tumeurs de risque — 7
intermédiaire (20 - 40%)*

Tumeurs luminales

!
\ y
N+, RE+, PR-,

—3 Chimiothérapie puis
HERZH - Grade 3, Hormonothérapie
proliférantes

* 39%, Carison 1) & RothJA, 2013



Cancers du sein:
Facteurs pronostiques et prédictifs

Pronostic Predictif
Statut ganglionnaire
Type histologique/grade *Récepteurs hormonaux ER/PR
Taille tumorale
Age *HER2 neu

Embols Lymphatiques/Vasculaires  °Signatures moléculaires
Récepteurs hormonaux ER/PR

HER2 neu

Signatures moléculaires

Ces facteurs peuvent étre utilisés Ces facteurs peuvent étre utilisés

3 o r o o . “ “ - ’
pour estimer un risque de récidive pour estimer le bénéfice d’un
traitement



= Adjuvant chemotherapy reduces recurrence in ER-positive, node-negative breast cancer

= U.S. N.I.H consensus panel in 2000 concluded “...adjuvant ..chemotherapy ... should be
recommended to the majority of women with localized breast cancer regardless of lymph

node, menopausal, or ... receptor status.”

Vol. 30 No. 8 CHEMOTHERAPY FOR BREAST CANCER — MANSOUR ET AL

EFFICACY OF ADJUVANT CHEMOTHERAPY IN HIGH-RISK
NODE-NEGATIVE BREAST CANCER

An Intergroup Study

Eowazp G. Mansour, M.D., Rosert Gray, Pr.D., Anmap H. Suamiea, M.D., C.K. Oseorxe, M.D.,

DovGrass C. Tormey, M.D., Pu.D., Kexyeoy W. Gienrist, M.D,,
M. Rosgrt Coorer, M.D., axp Georrrey Farksox, M.D,

Mansour et al. N Eng J Med 1989; 320:485-490; JNCI 2001; 93: 979-989

SPECIAL ARTICLE

National Institutes of Health Consensus Development
Conference Statement: Adjuvant Therapy for Breast
Cancer, November 1-3, 2000

National Institutes of Health Consensus Development Panel*



META ANALYSE DE PETO EBCTG 2011

Recurrence
5077 8575 women: any No CTX
]
anth-based regimen 47-4%
(82% N+)
40 39-4%
34-6% Anthracycline
.
g 3
g
z
-
& 207
10 RR 0-73 (95% C1 0-68-0-79)
Log-rank 2p<0-00001
10-year gain 8-0% (SE 1-2)

Allocation Years 0-4

5253 women: standard CMF
(or near-standard CMF)

(34% N+) No C
39-8%
30-2%
29-6%
CMF

20-3%

RR 0-70 (95% C10-63-0-77)
Log-rank 2p<0-00001
10-year gain 10-2% (SE 1-4)

1 1
Recurrence rates (%/year) and log-rank analyses
Years 5-9 Year 10+

1 1
Recurrence rates (%/year) and log-rank analyses
Years 0-4 Years 5-9 Year 10+




META ANALYSE DE PETO EBCTG 2011

Overall mortality

507 8575 women 71 5253 women
RR 0-84 (95% C1 0-78-0-91) No CTX RR 0-84 (95% C1 0-76-0-93)
40- Log-rank 2p<0-00001 39.6% - Log-rank 2p=0-0004
10-year gain 5-0% (SE 1-2 10-year gain 4-7% (SE 1-3
yearg ( ) 34.6% yearg ( )
- Anthracycline
£ 30+ -
- 231%
;-
< 207 2
18:0%
104 o
0 T T o T T
0 5 10 0 5 10
Years Years
Death rates (%/year) and log-rank analyses Death rates (%/year) and log-rank analyses

Allocation Years 0-4 Years 5-9 Year 10+ Years 0-4 Years 5-9 Year 10+




The Problem of Overtreatment

Early 2000s:

88% only needed ET .
8% relapsed in spite of chemotherapy Most ER+ node-negative breast

cancer patients received chemo
Absolute benefit = 4%

Tam + chemo

:
:
g
i

Most did not benefit

I 1 ]

6 10 12
Years

— L4 410(7) 397(10) 363(18) 338(24) 244(30) 86(32)
. 21 215(6) 201{17) 187(22) 176(24) 126(26) 54 (30)

Paik et al. J Clin Oncol 2006
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Chiffres

* Environ 50 000 nouveau cas en France

* 60% de chimiothérapie adjuvante en cas de cancer du sein ER+
30 000 chimiothérapies

* 4-5% de bénéfice de la chimiothérapie adjuvante

28500 chimiothérapies sans effet




MALGRE PLUS DE QUINZE ANS
D’EFFORTS ET DE RECHERCHE
TOUJOURS DES CONTROVERSES

QUI PEUT ETRE EPARGNE D‘UNE
CHIMIOTHERAPIE !

QUI N’A PAS BESOIN DE
PROLONGER L’
HORMONOTHERAPIE AU DELA

DE 5 ANS'!



DECISION D’UN TRAITEMENT ADJUVANT

NEVER FORGET THAT...

The « low-enough » risk « High risk » does not

mean that the
treatment will work!

that justifies treatment
de-escalation... is a
patient’s decision!




DECISION D’UN TRAITEMENT ADJUVANT

A

NEVER FORGET THAT...

The « history » of luminal BC
extends beyond 5 years, with late
relapses seen particularly
if large T a/o N+



More than Half of all Breast Cancer Recurrences
and Deaths Occur Post- 5y Tamoxifen

Recurrences
15% 17%
- s >:
100 ’, :
o"s : . .
Q . n .
80 - o s
0 e, MTu -F
'E m ..'. ® .
o 60- : ‘0o
= .
g : 54.9
e 40 -
* : T fi
+ " Tamoxifen
20 * Control
0. : - '
0 5 10 15

Years

EBCTCG, Lancet. 2005

Breast cancer deaths

9% 18%
) ' B
100 " E
o
. L .y
o o A
80 u il P
2 : ®oq,"
c < . a
@ 60- -
% 5 64.0
. : :
5 401 :
32 : :
20 4 : = Tamoxifen
: o Control
0 L : ;
0 5 10 15
Years



Signatures disponibles

Oncotype OHCOZ)/IM

Endopredict EndoPredict

MOMMaOPringc

Mammaprint

Prosigna

prosigna




Improved risk assessment of early breast cancer
through gene expression profiling

Microarray Gene-expression profile

Good signature
~4% die of breast cancer
~96% survive breast cancer

Poor signature

824 P<ooot ~50% die of breast cancer
~50% survive breast
cancer

1

0 Z & 6 8 W N

Years

Supported by the EU framework VI programme N Engl ] Med, Vol 347 (25), Dec. 2002




The New England
Journal of Medicine
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A GENE-EXPRESSION SIGNATURE AS A PREDICTOR OF SURVIVAL
IN BEEAST CANCEK

NARC J. AN Vi, M.D, PMD,, Yuocwz Do He, PeD, Lauma Jowan ‘T veen PuD., Hoseyus Dwy P D,
AUZUSTINIS AM. HAAT, NUSC, DOREN W VOSEUL, PRD., GEDACE J. SCHIEEER MLEC, JORAYNES L. FEEISE MDD,
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AVNUSEA GIAS PH.D., LEONE OFIAHAYE. TONY VAN DER VEIDE, HATRY BSATAELNG MDD 24D,

Suotro Rotexwas, MO0, PHD, Eme. T, Rurcess, MD, PHD, STeren H. Faeno, MDD, PHD,
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Validation of the MammaPrint® signatu}e :
15 years of intensive collaborative work!

2002 2003 2007-2011 2016

Signature External validation Conduct of MINDACT
published of the signature by MINDACT Results
the TransBIG

network



{OEORTC ~ MINDACT TRIAL DESIGN

Registration & Screening

" m (Clinical-Pathological (C) risk Genomic (G) risk
- (Adjuvant! Online) (70-gene signature)

C-high/ G-high )IE0OTdANtIOAsEE

C-high/G-low or C-low/G-high

1%t randomization to treatment

use Clinical vs. Genomic risk

e e - . B R AT
2" randomization
Chemothrapy Mo Chemoherapy

>PENUOCTNe therapy. HR+

3 randomization
Tamoxifen 2y / Letrozole 5y vs. Letrozole 7y

F. Cardoso et al, NEJM 2016




Tumor

Tumor

; anatom
biology y
VERSUS  (+afewbiological features)
MammaPrint® Adj.! Online
Low vs High genomic risk Low vs High clinical risk

Hypothesis : the Genomic assay will outperform the Clinical criteria by reducing
the prescription of adjuvant chemotherapy WITHOUT IMPAIRING OUTCOME

$

More specifically: clinically high risk patients with a low risk gene signature
randomized not to receive CTX should have a 5 year DMFS of 2 92%




The MINDACT study: Patient demographics

N = 6693

Median age =
Node -

Node +

T1 tumours
Grade 2

HR positive
HER2+

N=592 N=1550
clinical Low/ clinical High/
genomic High genomic Low
Clinical « low risk » Clinical « high risk »

(50%) (50%)




DMFS MINDACT population
at 5-year median follow-up

100

8

60
50 |
40 -
30 -
20 -
10 4
0

0
ON
77 2745
32 59
82 1550
1711806

Distant Metastasis Free Survival

Discordant
risk groups

% at 5 year
cl/el  97.6(96.9,98.1)
cl/gH  94.8(92.4,9.4)
cH/gl  95.1(938,96.2)
cH/gH  90.6(89.0,920)

l ~ l (years)
2 4 6 8 10
Number of patients at nisk corrected risk
2628 2331 735 33 —clgL
550 484 136 2 —cl/gH
1457 1317 311 9 —cHigL

1689 1462 395 11 ==cH/gH




Clinical outcome of the MINDACT population

at 5y median follow-up
DISCORDANT RISK GROUPS: PRIMARY TEST

The primary analysis population

Discordant risks

c-Low /g-High jj c-High/g-Low

RANDOMIZATION

No chemotherapy 2CT
N =748

No change in risk
post enrollement
and no CT received
N =644

The primary statistical test

Distant Metastasis Free Survival
cHgL no ACT
e ..—E\
——
S0 4 —_—
20
70
€0 |
o WebasusewFree Sunviad |IDNFS|
£0 eyt = .
’\"""‘ 35*';" Ty, tarcerd e of
40 o "‘.J ’ ETs tha 3 2 & Yesrs
PTazpurion " TRIEI
Iprimay test) ) 1621
0
0 Y Y Y {yoors)
0 1 2 k] 4 G ] 7 g 9
oo~ Surrbier cl setl wds ol sk
FERE S TR I T T 124 a 4 —FT

Null Hypothesis: set at 92%
Observed 5Y DMFS =94.7%

95% Cl = 92.5 - 96.2% excludes 92% !!!




UTILISATION DE MAMMAPRINT EN PRATIQUE CLINIQUE

Start by evaluating the
“Clinical Risk” *®

Treatment according
to guidelines

*Exclude women with T3 or N2— 3+ ?

Discuss with patient if she
would value a < 2% gain in

DMFS with adjuvant CTX
v v
NO YES
v v
Order MammaPrint® test Proceed
: with CTX

In 48% of p:tients it will
come back “low risk”
allowing for adjuvant CTX
sparing



Conclusion MINDACT

* Preuve de niveau 1A d’une valeur de bon pronostic en
I’absence de chimiothérapie

* c-High/g-Low : SSR a 5 ans ~95%, (+1,5 % avec CT, non significatif)

* c-low/g-high patients : SSR ~96% (+ 2,5 % avec CT, non significatif)
* Peut permettre une réduction de prescription de CT

* Dans la population globale de 14%

* Dans le groupe a haut risque clinique de 46%




Oncotype DX® 21-Gene
Recurrence Score® (RS) Assay

16 Cancer and 5 Reference Genes From 3 Studies

PROLIFERATION ESTROGEN
Ki-67 ER
STK15 PR

Survivin Bcl2
Cyclin B1 SCUBE?2

MYBL2 REFERENCE

Beta-actin
GSTM1 @BAG1
INVASION - - GAPDH

Stromelysin 3 CD68 (RBEIéPO
Cathepsin L2 TERC

Paik et al. N Engl J Med. 2004;351: 2817-2826




Oncotype DX® result is a continuous prognostic

indicator of recurrence risk
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Oncotype DX° Compte rendu

Pagedof4

Genomi 3
@genomic|oncorype DX B e

wwwi.oncotypeDX.com
IO RO
Patient/ID: Doe, Jane Requisition: R0O0003G
Sex: Female Order Received: 10/15/2008
DOB: 01/01/1850 Date Reported: 10/23/2008

Breast Cancer _ 6 The findings summarized in the Clinical Experience sections of this report are

Recurrence Score whether the findings apply to patients outside these criteria.

applicable to the patient populations defined in each section. It is unknown

The following results are from a dlinical study involving 367 patients from the SWOG 8814 Study. This study included post-menopausal
female patients with Node Positive, Hormone Receptor (HR)-Positive breast cancer. Patients were randomized to either tamoxifen alone
or CAF chemotherapy followed by tamoxifen (CAF-T). The endpoint for this study was disease-free survival (time to local or distant
recurmence., new primary breast cancer, or death from any cause) and outcomes after 5 years of follow-up were presented. Note that this
differs from the endpoint and follow-up time used in the two NSABP studies of Node Negative, ER-Positive patients. For patients in the
pre-specified group with Recurrence Scores 2 31 and 1-3 positive nodes, the group average 5-year rates (25% Cl) of recurrence or
death were 31% (17%, 529%) for Tam alone and 28% (15%, 46%) for CAF-T. For patients in the pre-specified group with Recurrence
Scores 2 31 and 2 4 positive nodes, the group average 5-year rates (85% Cl) of recurrence or death were 52% (33%, 74%) for Tam

alone and 32% (20%, 50%) for CAF-T. San Anfonio Breast Cancer Symposium 2007 Abstract #10.

Recurrence Score vs Recurrence or Death in Node Positive, HR-Positive Breast Cancer

Prognosis and Chemotherapy Benefit (Difference Between Rates)

0%
0%
»
§ ()
£ 24 Nodes >
© Tam
: o—
r c—
z
& 0
&
§ 24 Node O
e es
£ CAF-T D—
3
g 1-3 Nodes
o
: Q)
e
& O
-] 13 Nodes 0
5 CAF-T
g
s Z
% T T T T T T T T T
0 5 10 15 2 % £ » 40 45 0
Breast Cancer Recurrence Score
Laboratory Director: Patrick Joseph, MD CLIA Number 05D1018272
This test was developed and its performance characteristics determined by Genomic Heaith, Inc. The laborstory is requiated under the Glinical Laboratory Improvement
Amendments of 1568 (CLIA) as qualified to perform high-complexity clinical testing. This test s used for ciinical purposes. It should not be regarded as investigational or for

research. These results are agunctive o the ordering physician's workup.

GHIC: Reva1?

Le compte rendu Oncotype DX

fournit les informations sur

— Le pronostic

— Le bénéfice prédictif de la
chimiothérapie

— Des données quantitatives sur ER /
PR / HER2

Pour les N+, le compte-rendu
comprend une page spécifique
d’informations prédictives et
pronostiques



Validation du test génomique Oncotype Dx®

* A partir des données d’études randomisées par des groupes coopérateurs sur des
populations homogenes de patientes.

13 études dont 6 randomisées : > 5,700 patientes (>3,400 N- et >2,080 N+)

Oncotype DX® Clinical Validation:
NSABP B-14

Oncotype DX® Clinical Validation:
NSABP B-20

» Objective: Prospectively determine the relationship between
Recurrence Score® result and chemotherapy benefit in node-negative,
ER+ patients

Obijective: Prospectively validate the Recurrence Score®
result as a predictor of distant recurrence in node-

negative, ER+ patients Pronostic pour la

s— —— récidive métastatique
Tamoxifen—eligible o . Randomized
Registered Tamoxifen—eligible . et pTEdICtIf pour le
bénéfice du

t ra ite me nt * Multicenter study with prespecified 21-gene assay, algorithm,

endpoints, analysis plan

Multicenter study with prespecified 21-gene assay,
algorithm, endpoints, analysis plan

5. et1al N Eng JMed DOL3IS1 2817826 Pak S, et al JCIn Oco. DOSUAITE-3T4.

SWOG 8814:0Oncotype DX® Clinical
Trans ATAC Study Overview Validation in Node-Positive Patients

ATAC study population (N =9366)

SWOG 8814 SUB ANALYSIS
Tamoxifen .
P“;'::f’m‘.’w"’:f!::;:‘:‘:“’ Patients with samples (n = 666)
Anastrozole N=1477
RT-PCR obtained (n=601)

Tamoxifen + Anastrozole (combination arm not examined) Tamoxifen CAFx6 CAF x6 *Tamoxifen alone (n= 148)

x5yrs RO > tamoxifen *CAF +T (n=243
n =361 n =550 n =566 *CAF >T (n=219)

Primary Analysis: To determine whether Oncotype DX assay significantly addsto
a proportional hazards model for time to distant recurrence (age, tumor size, grade,
treatment)in node-negative, HR+, patients with no adjuvant chemotherapy

Sample forprimary analysis
*148 + 219 = 367
(40% of parent trial)

» Secondary analyses:

— Determine whether the relationship between continuous Recurrence Score® result and
time to distant recurrence differs by nodal status or treatment arm X X )

— Determine the relstionship of predefined Recumrence Score groups with timeto distant Superior disease-free survival
recurrence by nodal status and treatment arm ) ) ) » and overall survival over 10 years

— Evsluate whether Recurrence Score result adds to the Adjuvant! Online estimate of risk

3

Asin K5 & sl Lanc=t Orco. DIQ1 415565
Dowsen M, &2 al. JCin Onl D1028(1 (C1823-1834



"“s“c"|cAG(E®ﬂ@ Cancers du sein

Cancers du sein adjuvants

TAILORX (1)

- Essai clinique de phase Ill ayant inclus 10 273 femmes atteintes d’'un cancer du sein
au stade précoce avec RH+, HER2—, sans envahissement ganglionnaire

Recrutement avril 2006-octobre 2010
Oncotype DX RS (n = 11 232)
N/

Inclusion (n =10 273)
|
I - rl - - I
Bras A : RS 0-10 RS intermédiaire 11-25 Bras D : RS élevé 26-100
(n =1 629) (n=6711) (n =1 389)

HT ® HT + CT

Stratification : statut ménopausique,
CT planifiée, radiothérapie planifiée
et RS 11-15, 16-20, 21-25

Bras C : bras standard
(n=3312)

Bras B : bras expérimental

(n=3399)
HT seule HT +CT

=» Critére principal
— Recurrence Score (RS) 11-25 : survie sans maladie invasive (IDFS)
—  Recurrence Score (RS) 0-10 : intervalle sans récidive a distance (DRFI)

La Lettre du Cancérologue Congrés américain d'oncologie clinique 2018 - D'apres Sparano JA et al., abstr. LBA1, actualisé



TailoRx Randomized Population

Median age 55
(1/3 premenopausal, none > 75)

Median tumor size 1.5¢cm (IQR 1.2 - 2.0cm)
Grade 57% grade 2

~ T74% clinical low risk as defined in MINDACT

ASCO




TAILORX
Patient Study Groups

Hormonal Therapy
alone

Primary group N
6,711 patients ==
Hormonal Therapy
with or without Chemotherapy
Randomized
~Q years

B RS 0O-10

B RS 11-25

oncotype | ) X

Breast Recurrence Score

B RS 26-100




What We Knew Already:
RS < 11 has Great Prognosis with ET alone

Invasive Disease—free Survival

10 | = At 9 year followup
i 97% distant metastasis-free

0.6

g
S
@
&
i
=
[+]
z
3
&

Sparano J et al, NEJM 2015; ASCO 2018
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TAILORXx: RS 0-10
N=1626 / 88 events at median follow-up of 69 months

Rate of freedom from recurrence at distant site :
99.3% (95% ci: 98.7-99.6)

Distant recurrences N=10

Locoregional recurrences N=8

Contralateral BC (invasive) N=15

Other primary cancers N=43

30 deaths (12 w/o cancer)

Sparano J.A. et al, N Engl J Med, Nov 19, 2015
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Cancers du sein adjuvants

TAILORX (2)
Résultats groupe RS 11-25 (bras B et C)

Critere principal Critéere secondaire
Survie sans maladie invasive Intervalle sans rechute a distance
§ 100 A :\a 100 -
'GE, 80 T Bras C S CT i HT 'g 80 T Bl‘aS C . CT + HT
=] == Bras B: HT = — BrasB:HT
» 60 - » 60
Q Q
© ©
8 401 = 409
= S 3 T
8 207 HRbras B versus bras C = 1,08 ; ICg5 : 0,94-1,24 ; e 52005 EE (t))rjgsg B versus bras C = 1,10 ; ICqs : 0,85-1,41
o p=0,26 o ’
o 0 - o 0 -
0 12 24 36 48 60 72 84 96 108 0 12 24 36 48 60 72 84 96 108
Mois Mois
Patientes (n) Patientes (n)
3312 3204 3104 2993 2849 2645 2335 1781 1130 523 3312 3215 3142 3059 2935 2734 2432 1866 1197 554
== 3309 3293 3194 3081 2953 2741 2431 1859 1197 537 === 3300 3318 3239 3147 3033 2833 2537 1947 1267 581

> 836 événements (IDFS) aprés un suivi médian de 7,5 ans,
incluant 338 (40,3 %) récidives, dont 199 (23,8 %) a distance

=» HT seule non inférieure a HT + CT

La Lettre du Cancérologue Congres américain d'oncologie clinique 2018 - D'apres Sparano JA et al., abstr. LBA1, actualisé
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Cancers du sein adjuvants

TAILORX (3)

Résultats population en ITT : tous les bras (A, B, C et D)

100 - —
&\Of 7\
Q80 A ‘
g IDFS

O 60 p < 0,001

8 L J
:8 40 - === Bras A - RS 0-10 : attribution HT seule

= === Bras B - RS 11-25 : randomisation HT seule

0 Bras C - RS 11-25 : randomisation CT + HT

g 20 7 === Bras D - RS 25-100 : attribution CT + HT

(o)

|

o 0 -

|
0 128 IR 24 = GOREAEN || GO EaZOa == SIumy FH RN 08

Mois
Patientes (n)
- 1619 1568 1523 1470 1406 1310 1153 867 511 213
= 3399 3293 3194 3081 2953 2741 2431 1859 1197 537
3312 3204 3104 2993 2849 2645 2335 1781 1130 523
=1389 1291 1174 1090 986 617 463 329 187 77

Survie sans maladie invasive (IDFS)
Sans récidive a distance (DRFI)

Taux d’événements a 9 ans

RS 0-10 (bras A)
— 3 % de récidive a distance avec HT seule

RS 11-25 (bras B et C)

— 5 9% de taux de récidive a distance

— <1 % de différence pour tous les critéres
d’évaluation

IDFS (83,3 versus 84,3 %)

DRFI (94,5 versus 95,0 %)

Intervalle sans rechute (92,2 versus 92,9 %)
SG (93,9 versus 93,8 %)

RS 26-100 (bras D)

— 13 % de récidive a distance
malgré CT + HT

La Lettre du Cancérologue Congrés américain d'oncologie clinique 2018 - D'apres Sparano JA et al., abstr. LBA1, actualisé



Taux de récidive
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Cancers du sein adjuvants

TAILORX (4)

Association entre RS 11-25 et taux de récidive a 9 ans en fonction
du bras de traitement stratifie selon I'age (< 50 ans ou > 50 ans)

< 50 ans (n = 2 216) > 50 ans (n = 4 495)
0,25 - 0,25 ~
e Bras B : HT / e Bras B: HT
. Y} .
2 0.20- Bras C: CT + HT y oL Bras C: CT + HT
© Age < 50 ans e A
Age > 50 ans
o) . ; . / g
o g Al slrleisllo iinelels € telsa i o 0,15 1 Ajusté sur la taille tumorale et le grade
3 &
c ’
8 0,10 1 0,10 4 2
2 =
c ~~ _——_————— el =]
‘S 0,05 - 0054 ~T=======- SIS
0,0 A 0,0
I | 1 1 1 1 1 I I I I I I I I I 1 1 I I I I I I I I 1 I I I
10 12 13 14 1516 17 18 19 20 21 22 23 24 25 10 12 13 14 1516 17 18 19 20 21 22 23 24 25
Recurrence score Recurrence score

La Lettre du Cancérologue Congrés américain d'oncologie clinique 2018 - D'apres Sparano JA et al., abstr. LBA1, actualisé



How Does This Affect Practice Tomorrow?
(for node-negative patients appropriate for chemo)

Recurrence Score: Postmenopausal

E e | | | R

ET alone ET alone ET alone ET + chemo Chemotherapy
11 18 25 - 31
(who knows?) +ET

Recurrence Score: Premenopausal

- 1+ 1 "1

ET alone 11 ETalone 41¢/18 ET 2 Chemotherapy + ET 34 Chemotherapy
+ chemo (omitting chemo not +ET
(esp > 20) tested but
consistent)

rennisan  30WASCO
ANNLAL MEETING




Nouvelle classification pronostique du TNM

(AJCC 8¢me gdition, 2017, applicable USA dés 1¢ janvier Cancer Staging
2018) e

AJCC

Breast Cancer—Major Changes In the American Joint
Committee on Cancer Eighth Edition Cancer Staging Manual

1) Classification TNM s 0 —_—
« anatomique » classique roacn of e useets weh N e et AL, i rgh e b
. 2 iy i | 197 £ | It ] ol e b 4 )
2) Classification TNM :
« biologique intrinséque » v . o e, e b
- grade histologique s i
- statut RE, RP, HER2 e ke soptc g B TETO U "
- signature moléculaire s cnligmn PAVED s e 1 50 o a3, s o T A, pces 3 b B
i =
00 1




The Oncotype DX® Assay
The Only Multi-gene Assay Incorporated into all Major
Guidelines to Predict Adjuvant Chemotherapy Benefit in ER+,
HER2- EBC

NCCN Guidelines’ Quantifies risk of recurrence as a continuous variable and
e predicts responsiveness to both tamoxifen and chemotherapy?

ASCO°’ Guidelines Predicts the risk of recurrence and may be used to identify
Node negative patients likely to benefit from tamoxifen or chemotherapy?

Provides additional prognostic and/or predictive information to
complement pathology assessment and to predict response to
adjuvant chemotherapy*

ESMO
Node negative

Provides not only prognostic but also predictive information

St Gallen Consensus regarding the utility of cytotoxic therapy in addition to
e endocrine therapy?

NICE Recommended as an option for guidance of chemotherapy
Node negative decisions in patients at intermediate risk” of distant recurrence®

1 NCCN Practice Guidelines in Oncology. V.3.2013.
2 Harris |, et al. J Clia Oncod. 2007, ASCO is & trademark of the American Society of Clinical Oncology. NCON and NCON Guidelines are trademarks of the National Comprehensive Cancer

4 NICE Diagnostics Guidance 2013. *Intermediate risk of distant recurrence is defined as NPI score 2 3.4 or at intermediate risk by other decision making tools or protocols




Question n°1 : Quelles indications de prescription / conditions te

prescription ¢

Affirmation

{gr UNICANCER)

Tumeurs luminales RE+ HER2 neg, avec incertitude sur 'indication de chimiothérapie’
Prescription en RCP

- Grade 1: T2 NO ou 1-3 N+

-Grade2<2cmet:
v" NO mais avec prolifération élevée (Ki67 >20%) or emboles
v Ou1-3N+

- Grade 2:2.1-5cm, NO

- Grade 3:1-2cm, NO



-

Question n°4 : Quelle prise en charge financiére

Affirmation ACCORD / DESACCORD

SRR ORI SN BTN LS R, 7.

mede m grcdwaanaligdd dvd v boanme

lﬁrnnb.v:\p«mal PR NPT A )

gy~ 1&“.#6'-- DL L T TEN B 4
Bl B e ad wned dawn

wr Yryavamenniisi b Kokaweaany - e

atpidisacal sarte.ganysrispsteme de saate et madice secalfrecharche ot Innowat onfoctes HN

- Li-RIHN pour les tests Prosigna et Endopredict

- Remontées de données nationales annuelles
v ENDPREDICT oui
v'PROSIGNA? Oncotype Dx ?, Mammaprint?

- Autosaisine de I’'HAS publiée le 1¢ Mars 2017



De nouvelles données de suivi a long terme,
présentees lors du 16eme Congres international sur
le cancer du sein de St-Gallen renforcent le

paradigme de traitement établi par TAILORXx et
'utilisation en tant que standard of care du test
Oncotype DX Breast Recurrence Score®

46



Patients with low Recurrence Score results can avoid chemotherapy

Several separate studies, with a total of more than 63,000 patients, found that patients with a low Recurrence Score
result may be effectively treated with hormonal therapy alone and safely spared chemotherapy.®'® Four key studies
are described below. Download a detailed summary of all four studies (PDF).

TAILORX Trial
pNO

1,626 Patients

SEER Study
PNO-pN1

> 44,500 Patients

Clalit Study
PNO, pNImi

2,028 Patients

Recurrence Score result | Recurrence Score result | Recurrence Score result

5-year distant
recurrence-free survival
rate of > 99%

5-year breast cancer-
specific survival rate of
> 99%

5-year distant
recurrence-free survival
and breast cancer-
specific survival rates of
> 99%

WSG PlanB Trial
PpNO-pNI1

2,642 Patients

Recurrence Score result

=T

5-year disease-free
survival rate of 94%

> 50K
Patients



ESSAlI PONDx UK 582 PATIENTS N+

AVANT ONCOTYPE CHIMIO RECOMMANDEE DANS 70% 407 patients
APRES ONCOTYPE TX DE CT DE 27.7 %

66% EVITENT CT AVES TEST

ONCOTYPE A IDENTIFIE 23 PATIENTS QUI ETAIENT PREVUS POUR
HT QUI RECOIVENT CT

NICE Expands Recommendation for the

Oncotype DX Breast Recurrence Score Test to More
Patients with Early-Stage Breast Cancer Within the
United Kingdom#4
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RXPONDER (2011-X)
(SWOG S1007)
Soutenu par SWOG/NCI
NCT01272037

Utilité clinique du test sur la valeur prédictive d’efficacité
en vue d'une désescalade de CTA.

Tumeurs RO+/HERZ2- de stade précoce ou localement
avancé (pT1-pT4 sauf inflammatoire), pN1a.

Inclusions : 10 000
Analyse finale prévue en 2016 puis reportée a 2022




Clinical Risk is not validated to predict
chemotherapy benefit, hence would lead to
over- and under-treatment

Oncotype DX Recurrence Score®

RS0-10 RS 11-25 RS 26-100
Low
A 18% 73%
Clinical risk* : : . . —
Hig
(n=2812) 12% 60% 27%

60% of patients with high clinical risk had RS result 11-25 and
would have been overtreated by chemo

9% of patients with low clinical risk had RS result 26-100 and
would have been undertreated

) Sparano et al, N Engl ) Med 2018
NOC
6.6 )
JULES BORDET H

iris




Intégration de catégories cliniques

* Background: Rationale for integrating Genomic and Clinical Risk in Early
Breast Cancer

* Genomic risk - 21 gene recurrence score (RS) in HR+, HER2- early breast
cancer

- Complementary prognotic information to pathologic features
« Tumor size, grade, and nodal status
- Predictive of large chemo benefit (RS > 25) or lack thereof (RS < 25)

« 3-way interaction — age, RS,and chemotherapy - resulting in an absolute chemo
benefit in woman < 50 years & RS 16-20 (2%) or 21-25 ( 7%)

* Clinical risk - pathologic features — tumor size, grade, and nodal status
- Prognotic - but doesn’t correlate well with RS

* Integration of genomic and clinical risk

- Potential for greater precision in prognosis & guiding use of adjuvant therapy

Sparano J et al, J Clin Oncol 37, 2019 (suppl: abstr 503) Cancero.net - © 2019 Santor Edition
ol



Los mmanguables de cancero.net

American Society of Clinical On(ologg Cancer du sein triple négatif
% / Congreés 2019 Exotlis / 3 mos - 4

TailorX: 70% risque clinique bas , 30% risque clinique
éleve

* Results: Impact of Clinical Risk (CR) on Prognosis by RS group (N=9427)
30% clinical high risk & 70% clinical low risk

Grouped by RS Total #/#IDFS/DR events IDFS Hazard Ratio  DRF| Hazard Ratio
All Patients (n=9427)
RS <= 10: Endocrine Therapy 1572/176/30 il (I enfemge— T
RS 11-25: Endocrine Therapy 3282/422/127 5 145 ——  2.73
RS 11-25: Chemoendocrine Therapy  3214/389/113 5B 15+ —— 241"
RS>25: Chemoendocrine Therapy 1359/184/96 —— 1.95* e 1 A
| 1 1
1 2 4 1 2 4
High CR worse High CR worse
— —
Multivariate model for distant recurrence in RS 11-25 group:
(N=6496 cases and 240 distant recurrences): Hazard ratio > 1 - high clinical risk worse
* Clinical risk: HR for high vs. low risk 2.42, p<0.001 +95% Cl overlap 1

* Continuous RS: HR 1.08, p<0.001 (HR for a 1 point higher RS) *95% Cl don't overlap 1

N | 2y » ’ e B4 cancero.net - © 2019 Sant o
Sparano J et al, J Clin Oncol 37, 2019 (suppl; abstr 503 shaaddods 01 intor Edition

—_——




Congrés 2019

Grouped by Clinical Risk

and Age Total #/#IDFS/DR events  IDFS Hazard Ratlo
All Patients, Low Clinical Risk 4799/541/129 1.07+

All Patients, High Clinical Risk 1697/270/111 1.02+

Prédiction du bénéfice de la chimiothérapie?
Pas dans |la population globale de I'essai

* Results: Impact of Clinical Risk (CR) on Prediction of Chemotherapy
Benefit by Age in RS 11-25 Group (ET vs. Chemo +ET)

Los immangquables de cancero.net
* American Somtg of Clinical On(ologg Cancer du sein triple négatif
\ Ll i mo - 4 Mk

DRFI Hazard Ratio

——

-

1.03+
1.18+

Hazard ratio > 1 - chemo better f ' Y
+95% Cl overlap with 1 5 1 2
*95% Cl don’t overlap 1

Sparano J et al, J Chin Oncol 37, 2019 (suppl; abstr 503)

Chemo better
—

F -

-

Chemo better

—— -

w2019 Santor Edition




Los mmanguables de cancero.net

@ American Society of Clinical On(ologg Cancer du sein triple négatlf

Congreés 2019 0oy /
_—e—y

Oui, mais

* Main Results (2): Absolute Differences in 9-year Distant Recurrence Rate by
Clinical Risk Stratified by Age and RS

Absolute Risk Difference :
Treatment High vs. Low Clinical Risk
Age < 50

A +4.9 (+SE 3.5%) A -1.8% (+SE 0.9%)

A +5.8% (+SE 2.0%) A +7.6% (£SE 2.6%)

A +4.3% (+SE 1.6%) A +2.2% (£SE 2.1%)

26-100 Chemo-ET A =12.8% (+SE 4.5%) A +9.0% (+SE 4.1%)

Cancero.net - © 2019 Santor Edition

Sparano J et al, J Chin Oncol 37, 2019 (suppl; abstr 503)
f . f



m @ American Soclety of Clinical Oncology | Cancer du sein triple négatif
Congrés 2019 Ocop / fronlie / ¥ mo - 4 pn
Risque de rechute a distance

* Results: Absolute Differences in Distant Recurrence Rates by Chemo Use
in Women £ 50 yrs & RS 16-25 Stratified by RS and Clinical Risk

Estimated Absolute
Chemo Benefit Not

Stratified by Clinical

Risk
RS 16-20 A +1.6%
(N=886) (+SE 1.9%)
RS 21-25 A +6.5%
(N=476) (+SE 3.7%)

Sparano J et al, J Clin Oncol 37, 2019 (suppl; abstr 503) Cancero.net - © 2019 Santor Edition




Los mmangquables de cancero.net

@ American Society of Clinical On(ologg Cancer du sein triple négatif

Congrés 2019 0oy
-_-e———y

Implication: lI'intégration des categories cliniques
permet d'améliorer les décisions

* Interaction between RS and age is exploratory, needs to be interpreted with
caution

- Women with a RS >25 regardless of age: chemo-endocrine therapy

- Women <50 with a RS 16-25
» May offer chemo-endocrine therapy (TAILORXx exploratory analysis)’
« The majority of women <50 in TAILORX received tamoxifen alone:

«  Would they receive similar benefits from ovarian suppression and tamoxifen/Al
instead of chemo-endocrine therapy?

« May offer ovarian suppression and tamoxifen/Al (SOFT/TEXT)?

* Rich resource for new explorations: biomarkers, models, machine learning

Cancero.net - © 2019 Santor Edition

‘Andre F el al. JCO 2019 ; “Burstein H et al. JCO 2016, Steams V, Discussant Asco meeting 2019
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ANALYSE EXPLORATOIRE AVEC RS ENTRE 16 ET 25 70 % DES TUMEURS DE TAILOR SONT DE
BAS RISQUE CLINIQUE AU SENS DE LA DEFINITION DE MAMMAPRINT TAILORN A
PAS REPONDU DEFINITIVEMENT A LA LA QUESTION POUR LES RISQUES
INTERMEDIAIRES .LE PROBLEME N EST PAS RESOLU

RS EST PASSE DE 18 A 11 DANS UNE POPULATION A BON PRONOSTIC
INTEGRATION DES PARAMETRES ANATOMO/ CLINIQUES AVEC LES PARAMETRES
MOLECULAIRES AMELIORENT LES ESTIMATIONS DU PRONOSTIC = RSPC
INTEGRANT AGE TAILLE GRADE ET LE TYPE DE TRAITEMENT HORMONAL
DEFINISSANT UN SCORE PLUS PREDICTIF

28% DES PATIENTS QUI AVAIENT UN SCORE DE 18 a 30 RESTAIENT AU MEME
SCORE 55% ETAIENT DOWN STAGES RECLASSES EN BAS RISQUE

ENDOPREDICT PROSIGNA INTEGRENT LA TAILLE TUMORALE LE GRADE AU
RISQUE MOLECULAIRE

LE SOUS GROUPE INF A 50 ANS RS SUP A 15 NON PRE PLANIFIE ETUDE
RETROSPECTTIF RECREE DES SOUS GROUPES

ONCOTYPE SEUL PAS SUFISANT DANS LES FAIBLES RISQUES

AGE SEUL NE PEUT PAS ETRE SEUL UN DRIVER

LES STADES | RH + PAS DE CHIMIO

STADES Il SIGNATURES AIDE A LA DECISION IMPORTANCE D INTEGRER DES

FACTEURS CLINIQUES AUX FACTEURS MOLECULAIRES 60



